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(W098/46777. #Pi2001-333773) , Z.n^(D:^m^m^^^tn=^:J.U^^ 

< mm(Dmm&m\zM'r^ijii^^f^m:r^z.t\t.mmx$>-Drco 

T. gp64j*> mm.^if}^M^^rztb-^mmmz:}5^^xm^E.tmM'^n-^'r^^o 

i:VioTj;i>. :L<D^z>ummi!)mmf3imm\z^^^x},t. mn(D-:^mz^-^x^ 
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^\^hmm. mzs\zmt^}zhmm<Dmm-:^mzmT^. 
c 1 ] ^mmiz^^nx\,^^^mifimizmyX^m^^^mr^4¥-\:L hmm^. 

(b) W^trCJ^^n- ]^r^m^t:^mnmiz^w\^rch^>:^i^jL=Ly^4¥ 

(c) (a) O^^IEI^^ (b) O Vmm\z^^t^-XM. 
IS 

C8] mm.^mifim^xh^ C63 icie^©:^?*, 

CI O] Cl] ~ C9] (^Virn:d^t-fE«©:?^^}Ci;Of^M$n;fctiTi^. 

Cl 1] ClO] JCfBmoifi#:*7ctcLTf^mL;/i#khili^-b: h^;<^in:#:. 
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[16] ^^)v::^^^m^m.^^p^m.\zi:i-r^mwm.^m'(:h^ ci2] tcta. 

Cl 9D ^i^ccOXgS'^tJ. PepTl{::^-r§lr[#:0^jt::3&^o 

b) a) (Dn^zLU^-i )vx^m^mmzmvk-^^. ^em^tM^om 

epTl^}^«^(D^rfM-^^tr5i'®^^^T^X@, 

e) ^gE«I«^6> PepTl^^iHTStrE^^lEliR-r'SX® 
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mm. mm. mm. $>^^mmmmMf3,a7()mw>^^^-rmntLhx^ibnx\,^ 
xi^m-^tiTzm.^m^mmm'^. <t^mz^^^nr:im^f3immmn7f)^^mn^o 

— :^mm\Z:iB\f^X. W:^tfiM (back ground antigens) tni^^OM^^ 

h^\t. u&atnmzmitE-r^mmtfimu^o^mikmmt. nm:inmx$>^o 
m&of5:'^m^m\t. w^m^mommmmizMtEr^smnx^^. 

\zit. m.^m^mBMiz^^n^m^izm^t^mmM^. ^'^mmjMtvx^ir 

viT«. mmtfimtmc^=F±\zw^-r^tfim^^^^'^^mmtn^m^h$> 

*^§3»Cffe(^iT^^^^(immunotolerance) <i:«, :fe^^^(D?t^i:75:^J>tM 
C^^lMninmunotolerance antigens) \zMhX^mmiZ^^ji^^ffi^t>tl^t\ 
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:^mmK^\^^xM^mizMvx^m^u^^}t^^(DmTtiit. i^omwjzMT^ 
^^jis^t jt$s^bT> n^mizM-r^^mjts^o^i&ro \^^z.t^n 
Oo Lfz^^-DX. %mmu^(Dmm\zM-r^^mm^ti^^TL'Xi^^xh. 
T(D u^mm^mizMT^f^mjts^o u^jv^ x) \,^^^\z\t. ^mMm- 
i)t^±vx\,^^o ^ft:^^miz^i-f^^m%mt. ^^mmu^<Dmmi^mmz 
M-r^^m^^^^^x^^^m^h^t^o m^ommizM-r^^mM^^^-r^ 
m^x^^x^. mmmwjzM-r^^^!i!ts^^mt^miKi:^mm\zmm-r^ zl t 
t^x^^o ^m}^^'t(Dh(Di!)imrvx\^^^f^M^±^m\ti. m&^mmiz 
M-r^w.i^(Dm^f)mnx^:^^^(Dxm^ l < ts:^^. 

:^mm\t. 'WM^'m\zMvxft^^^t:m-r^i¥\:ihWi<^^f^mw}!^tvxm 
m-r^o :^mmiz^n^^^^^^^r^^\:i ^mmftt. x^mz^i^n^^m 

'^\z\^x^mr^^t.i)^x'^^. 
^r. mmiW.^n-'^-r^m.BFS'^i^\^vWim\zmxv. w^mjEate^b 

fsii^v^^mhui^^4¥\:ihmmzn^m m^tfiw.) ^m^m^-^-r^^itizj: 
■ecDM, n^m^m^mzi^-^-r^!zthx^^. m^it. ^i^p^xM^w.t:n 
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(naked DNA method) tfi^^mm.'r ^mm^i^^hmmiz^m-t ^ 
2zitmi\X$>^o ^^^.^mXVrch^>7.z^3L:^y^WimiZ^^^X. M^Miz 

momn^m-r^^^mm^^Mvxm^-r^^tti'^x^^. 

{CHIT'S. ^SVi^^^Bjt^, C^-^Jl/T.S^M^aS^o-^HTSjie^fl^'SI.- 

\zn'r^^w^m.i&T^r:L^(D^-mwimt\^xomm\zmt^. i^\z^^m\t.. 
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^Tz. Ji^i,^m^^^^it±^m%f3i\^^^^\^hWjmz. naked DNAfe^DNA'7^^>, 

^^mx'r^^t%-^mx$>^o ±m(D^^izi^m-^nrc:i¥\i hm^h^mm 

T, ^mMMifimm-^tiTzi^F-}:: hmm^^mm(Dmw-^m^m\zm^r^z.t.f)'^ 
T^§, ^^\i^-mmM(D^mimznvx^^m^mm-^ntcii^\i vmm^ 

%m.Wimz^\,^x. :fe^i^tc^*n^"5jtgi^©^^. ±x(D'n^mu\zn\^x. 

vtzifi-D-x. tzhxu. ^^f^'^W:mm\z^\^x(D^^m.%mmm^^ 
nrz^m.Wimx^^x%. :^^v^(D9f-^\^^^'^^mmii\^xmm-r^^t.ffix^ 
5, 

*^fljjc*3v:kT. i^\^vmm^hx\%. m^vs.. •t)-;k :/^> -i^. z^vv. 

T.iJ'-i^ct^OtfoS^^i, 0^UVi#^bM(l^Ti&'5o h^>X>^x-^;/i57Ki#F 
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WfflT^s, /"^^zlu^^ )v:;^mmmt. m^uwBntimit'r^z.tafi'v^^o 

^^m^pnMtnm^m^-t^mmJitmzmm^riU^^o ^^M^^mr^^mm 

^tc:^^mzii\^x. ^w.\z-^^n^m^^w.<Dmm\tum.-^nu^^. vrc 
ti^-D Tv mmtKm\zM'r^tfii^<Dm±^mf^nmmmf)m^m^^nfc^^. 

-^mz. mmtfim}t^'^umizmMT^mm:^^i^u^, ^mtin^t. m^f3i0^ 
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8/46777Rmoiseie>(T.P.Loisel et al.. Nature Biotech. 15: 1300-1304 (199 

^^^—^i^ni'. j'^^:j.ury^)i7.mktmzst9m<Dm&mi^^m'XT^o t 
mm^^^i$^-\zzi'-]i-^n^^^mm:mmt. mmmmi)^m-^m\z 
mmmm^ d mmMznia -^n^mm^^ ( if j :t » ±iz^m $ n> ^ 

2^^?3tc::feViT. m^'^-f h tttti^ (budding) Jdck 0 ^ymWi' <bik^^n 

m^^mx^^mo^ )]^^izmmvftmmi!)^^^^i^^ m^mzmBi^n^<Diz 
m^$n;fe^{c— ^tciijfm^n^. 2^^Bj{c*5ViT«. ^izm^^-ovx-^m^ 
lit. m^^^^<)i^7.<Dmm\z^cx. ji^T.omm'^pit^^^i^i^^^^'^M 
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A^gO[)fg3^U'^;V'y6^^ViCli:(Luckow V.A. and Sunmers M. D. , ViroL 167: 56 

(1 988) ) e> ^ ^ <t:#;^ 6 tlT l/i „ 

Hi^-V^^o i^fzi-t. ±KE<^W098/46777:a.m.oiseie)(T.P.Loisel et al., Nature 
Biotech. 15: 1300-1304 imi)) (D:^mom\Z. i^^iSEMBm^^- ^t^mM 

^^^^-t:/t^=LU^^}iy7.tmzm^mizmxr^z^\z^K). mf^--^ 

I^ft. StrehIowe> (D.Strehlow et al.. Proc. Natl. Acad. Sci. USA. 97: 4209-421 
4(2000)) (D:&m(D^'^\Z. :^5l5ttMfiW^&Il-H-r^3t^^^XbfeMoloney 

mz^Vk-^'\t^Z.t.\Z^K>. MSa^'vSjfai $nSMo I oney murine leukemia'^-r;W 

izifil^^^o m^\t. iiia^S^SBj® (augment densitygradient centrifuga 
tion) (Albrechtsen et al., J. Virological Methods 28: 245-256 (1990); Hewis 
h et al., J. Virological Methods 7: 223-228 (1983)), ^^-^^^^^^(size exclu 
sion)i7nT hi^^7-f — Oijorth and Mereno-Lopez, J. Virological Methods 5: 
151-158 (1982): Crooks et al., J.Chrom. 502: 59-68 (1990): Mento S.J. (V 
iagene. Inc.) 1994 Williamsburg Bioprocessing Conference), ^/ -^U—)-}]/ 
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— (Najayou et al.. J. Virological Methods 32: 67-77 (1991); Diaco et al., 
J.Gen.Viroi. 67: 345-351 (1986); Fowler, J. Virological Methods 11: 59-74 
(1986); #^^97/032010), DEAE-f :t>3^^^n-7 b^^:7>r-(Haruna et al.. 
Virology 13: 264-267 (1961))«fi7'f ;WX?£m^T-5;^?*i: bT^e)nWS. 

bT:feo, id^^o^m.wimz^'Dxi^^E.tm^-^n'^'r^^^mysi'^Mmmxm^, 
^•5<ti.i-5Fnm#.^wbTv^-5^:Vi^s, ii^\z^^mzm^^^rcisi><DmmBn^ 

T^^o gp64Ji':7^;i/^omMaK{c:*:MJc:^*nTVi-5, ^(DTctb. S^mi.(Dm 

:is^mm(Dtfi^i¥m:^mz^ti\,t. '^m^jzji^^mmmmizM-r^m.imno 
'i}vxmmm(D^^^mBm(DmM'^7.^j^tvx(Dmj^^. ^m^>(Di^m\z^ 

m(Dry-^)\.x\z^^^xh, 'i7-r;i.x(D#^W75:^ai:^. mmcD^m^rzitmm^z 
^m.mznm-r^m'^t.^m.vx^^^o 
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izmmommmm^mm^mtv. }v:^iz^m<Dmm^nMtfi^.tvx. 2^ 
:^^B^<Dm^ifm:^f&<Dtii'^v\^^mmt::k\zm^^» ^<Dmmiz:^^^x\t. m 

D ^-r)V7.mji\z^m-^'it. m/^^a. □ 

W098/46777, #PB2001-333773J^tJfLoisel (T. P. Loisel et al.. Nature 
Biotech. 15: 1300-1304 (1997)) (Dffi^Wa.D'i7'r;PX&fflVi;^mgeK©^ 

Mpj^^mm-r^ ^ tf)^x^^o 

— sf^^b, /'^^zLnry^ji.T.dmt^^izm^m^^mx'r^o m&Mmzu. sf 
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:2.u^^ )V7,^f^m-r^tmgQ6mmm^-^nxv^i^\ mmam (^wst 

iM) izn-r^mi^^9J!}m<i:<m%x^-/3i^K 

D 'i7'f gp64^^ h ^ T'^7X «gp64^Endogenou 

s(:i^^i-S©T. W:^trim-C*^gp64tCMbT^fe^^^tCJ5:oTVi§, -rP^DtB 

m^i^mx;^^mmmnizii:i'r^mi^^iibmj;^<m±'r^ztiC)ix^^o 

h^>Xi^:c=.y^-^OX(Df^m:^mit<ekmx$>^o m^\t. Proc. Natl. Aca 
d. Sci. USA 77: 7380-7384(1 980) ^c:|^i^©;5■^^c:^D^ h ^ >X>^:c- >y 
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rS.ym.mmt.mz^^tlXl^^^ (thPepIl :GenBank XM_007063. J. Biol. Chem. 
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270(12): 6456-6463 (1995); TC^XPepTl : GenBank AF205540^ Biochim. Bioph 
ys. Acta. 1492: 145-154 (2000)) , 

$>^o 2^^Bjt^5ViT, mimm.mzi^-r^wmmysim^^i'i. ?em(Dmm^m 
mt^n&.n(Dmim^^m^m\zmmLo^^t^noo ^omi^mizit. mm 
^mmzum^-r^a)^. mmp^mmm^mMm\^^^>t\m^v:f3ii^m^^. p 
em(Dmm^mm\zwm^iz^^-r^ini^fm^ct-fy^-v^^o 2^^Hjfc:feViT, 

^?^LViPepTl«» t: hPepTlT^-S. t hPepTia, t htc:E&5fe0^75:e.-r. t h 

pepTi ^A'^zL D -^z-f juT.m^mx'Bm-^'^xn^ z. ti!)^x^^m.^^xi^xm^ 

ft^^t^X^^o *^0J{C:fefrt^^^Mt.bTifiF^bViPepTl«, b^>7.4^ 

- hSii^WTS t hPepTK ^fc^^fifc hPepTlT^-So ft^-et), b^>7.3j^ 

- h^ttSWr^^fit hPepTl«4#iC^*bVi, k bPepTKD h^>X^- h« 

SM^^Ji&F^tc:5i03itJf^ffl^Jg^<i:LTM^-r^c:<i:/&5T#^c PepTHl 

-»i^if)]^n-»m^mmiiLxmr) z.tszLti}m^nx\^^^o z^}v^)v 
["c] ^^u >')v^)vuz^>^^mmt^:L}i\z^K>nm-r^ 

Zt.i)^X^^^ . - ■ . , ...... 

thPepTi«M_h m?L\t. }V7.m^mfm.fs.E) \znm,\^x\^^^:Lt.i)m 
sbi^i. ^-()V7.m±.\zmm,^'^rcsemo:>h^y7.ii^-vmmt. ^.-ovxmm 
t&mt^mm-^'i^^ ^^ji^7.\z^^mm<DmK) z^^mmT^:Lt\z^-z>xm. 
m-r^z-tpix^^o 

^mf>^^^i^mn^x<D:^mt{ik^(D:^f&^mi^^^cti)^x^^o ^^rnizj:: 
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te-Buffered Saline)^^S:fei^7jcl?T5g^SJC^|R, mmvrch(D\ZMh. mm 

jfii?S ^-^ffl t T t> J: i^^MlCl^? b cojfii?»:d^ e> # U i7 P — ::^;i/$i#:^'a-ty® 
:$^^$6>{c#iSbT. c:ns-^sefflbT'bJ:Vio 

T-f >G;^J ^ A ^fijffl bT*t^-r -5 id J: ?) . :fe5^^o ^ U >Gfe S V^^f^^P^ 
t3m#jg^^l!Si:ill'&$n^ffi:'^©^^J3S.J::bT«, fei:;^tM?L»l#l05XD 
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rzt^\itS.)V7.y^^>^\Z^'DXmiL-^nx\f^^(.GjillTe, G. and Milstein, C, 
Methods Enzyme 1. (1981) 73, 3-46). 

^MHATig«i^Ti0ti$n^c ii^, mB--mitmmm^mmr^^tizj;:r). a 

fx -So 

:k^^x. n^ntzMzfo ]^'-'7^'^^7.m^iH\z^uv. m-^^yT.o^m.yi^t. 

A-f :/U "T^ffiV^TtfC^^ig^-r^fiA^iC, M#:^^^-r^^f^U>A^ 
^(3!)t»i#j£^lia<^5S3t^^ (oncogene) ^'>-r;i/;^)^<Jf^ffil/i§ Jl tmiZ^K^T 

mt-^'itrmm.^m^^^z.t^x^^o mm^&^yEit-r^rcitxDO-fAT.ti^x 

lfe$-&;^mm;lStn:^iT^i:i<i:;&5-e$-5) m^it. Borrebaeck. C. A. K. and 
Larrick. J, W., THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the Unite 
d Kingdom by MACMILLAN PUBLISHERS LTD, 1990 #M). mM^MW.i^lit. ^tl^ 

3- H-r^DNA^A-i- :/u ^rMtfii^i^m^-r^mi^^j y^mmoytfu^m 
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oTd;Vi. Tct^it. fii^if>ti:L'Ttt, Fab, F(ab')2, FvX«fi^^^mOFv 
^3i^75:U>:^-Tig;^$-&fe->>i^;i'5^x-r>Fv(scFv) (Huston, J. S. et a . 
1., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883) T^^^^frf^n^o Mi^ 

(^aj^tf, Co, M. S. et ah, J. Immunol. (1994) 152. 2968-2976 ; B 
etter, M. and Horwitz, A. H. , Methods Enzymol. (1989) 178, 476-496 ; Pluc 
kthun, A. and Skerra, A., Methods Enzymol. (1989) 178, 497-515 ; Lamoyi, 
E. , Methods Enzymol. (1986) 121, 652-663 ; Rousseaux, J. et al.. Methods 
Enzymol. (1986) 121, 663-669 ; Bird, R. E.. and Walker, B. W. , Trends Blot 
echnol. (1991) 9. 132-137#M)o 

mi^m^miii^x. ^oji^u>^^jn-)v (peg) m<D^m^i^tm^i^rzm 
n^o z.<D^on.Viwmm^^n^\z\t. n^ntdaimzim^mmm^mtz. 

tKw^m^-r^z.t.ffix^:h (ffl^#iiFaim^Pi#^wo 93/12227, wo 92/03918, 

wo 94/02602, WO 94/25585, WO 96/34096, WO 96/33735#fig) o 

s:^, ■^mm-^^\z^Ki%ibnrdaim^. ^mmmz^^-r^ir^^\-^w^ 
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rzii?L\t^:^^mmt. ^^mmom^o^mms ^^xfmmo-pj^mmt. th 

fcKM'fb^^^. (reshaped) t: hifE#:<i:fel5;$nsa:^tn:#Tfe^a 

iiV-mit^mt. ^^Wj^mm<Din,i^(Dmi^m^^mm (CDR: complementarity 
determining region) t htfC#:<^ffili14^^m:^^*iT^Jl<i:{CctoTm 

^#Wtc:tt, 'T^Xtfii$^(DCdKtt.h^i^(DyU—AU—^mM (framework re 

gion;FR) ^mBT^^oizmE^rvrcdumn^. mi^mz^-j-^-^yzf-r^^ 

S (B)CjW#fl=aiM^^#-^EP 239400 , Hli^#lfai01>^#^WO 96/02576#h^) . 
y^^a^bTfeJ:Vi (Sato, K.et al.. Cancer Res. (1993) 53, 851-856) o 
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(Antibodies : A Laboratory Manual. Ed Harlow and David Lane, Co 
Id Spring Harbor Laboratory, 1988) . ±IB"T?t#e.nfctn:^®li^«, ^&^S.<D 
MM. (Enzyme-linked immunosorbent assay ; ELI 

^A. yn^-r >G:^^A/&^#frf e>n^, m^it. -/a^^ >A^m^^rzti^2^ 

tVX. Hyper D, POROS, Sepharose F. F. (Pharmacia)^3^>«#l'f etl^. 

m^U-^h^^y □'7 h 7 ^—l?:d^^Vfe>n^ (Strategies for 

Protein Purification and Characterization : A Laboratory Course Manual. 
Ed Daniel R. Marshak et al.. Cold Spring Harbor Laboratory Press, 1996). 



t 
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06«, Anti-Mouse lgG\Z^^^:i:7.^>:fuyhm^(DmMt:^'^^M'^^ 

gp64TgM: h'y>7,i:^j:.=-y^'^'y7s. wtBALB/c:non- h 7>X>^x— »;/i7T"j7;:^ 
07tt» Anti-Mouse IgMJc:J;§'>x7.i5'>:^Dy hj|?*f0^m^5^T^^T^ 

gp64TgM: h^>X>'3i— ^^iJ7^r>;^, wtBALB/c:non- h^>X>^ai— 
(±) T'^/xtK (T) •x'C7X#2 

09«. 08i:I^CIia(©^mS^T0-e^^. (±) -^^T^n. (T) 



&rf> :!^^mt:mmmiz^K>^^iznmizmm-r^t^. :^mMitzn^mmm 

yMiB^J^SB^J#^ : 4iZ^T (GenBank Acc No. 9627742) . gp640jHS^@B^J 
^mm t VEcoKimWim^l tmiP^mn^i' ^^iZ^T ^5' pr mei 64F1 (SB^J# 
1) i:EcoRI^,^i5?iJ^5'*j^lcW-r ^3' primer 64RI (@B^J#-^ : 2) 
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?CKKJt^l^m.(Dm^\t. xlO ExTaq buffer 5mL, ExTaq#MdNTP 4mL, lOjtimol 
e/L 64F1 lAiL, lOjiimole/L 64R1 lul. 500 pg//zL pBac-N-blue lul, 5 unit/ 
/xL BxTaq 0.5mL. diw ZT.SiilhVft. R]^i^'-^>7.WA(Di::tir)T^^o 

94*0 5min 

iUX: 15sec, 57t: 30sec, 12X: 30sec) x 25 cycles -* 
72*0 7min. 
4*0 forever 

iii|i$nfen>K^pGEM-Teasylrtl-:/iJ7D-->tJf^, E.coli DH5a^h^> 
X:7:t— Abfeo T7*5cfcCKSP6y^'r*7— ^ffiViXcolony PCRSrfrVi. h 
;&^?g^$n7t;5^ P— ^^SrfflViXABI Prism377 DNA sequencer ^BigDye Cycle Sequ 
ence ki t tT7:f^^-7'-$>^\f^m?Q'f'^-C^—\Z^ K) t^SBBi^JSr^b §650)51 

Viei<ii^5S^L':/bgp64<&'^tJ8ffJt^EcoRI{C<i:«3^Dmb, |5|D<EcoRI;^ 
fepCAGGSUCjfAb. E.coli DHSos^ h^>;^:7:j-— Abj'to ^th®0(D;j7O— > 
^250 mL<3!)LBigifi^fflVi37*C-e— Bjfeig^b, Endofree MAXI kit^fflViT*tigb58 

2) silg^O^A 

-f Vv'xi^v'a >ffiDNA:7^^^^>h«. :^OJ:-5 ICIbTPMb;/^:, ^■fgp643t 
^^Jf A b;fcpCAGGS'^iJ7 ^- (pCAG-gp64 3 ) ^, Sall^fe Jtl^Ps t IlT^JaS 

gp645ie^^'^tfgffM-(m8kb)^^Ombfc, C<Dl^M-a«j3.8kb)Sr, Gel E 
xtractionKit (QIAGEN) tCJ; OS^IXb, 3 ngZ/z Uc;^S ^fc-p fCPBS-T^fRbT-T 

i i7 >^ 3 >ffiDNA7 ^ i^^^^ > h i 

fe^, ^■rBALB/cmillix'C7X(B*^l/T)tC5 i . u<7)PMSG^MI^F»3S-%^> $e>lc:48 
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mmm^B.xvrz: (iz:^->^'-y^^ >if(Dmm^m i^±m . 190-207 200 

fclEE2161H^, '^iS/!SlBg©^^lllia)^P^tC>t«!l^:^O10<iM^ (m$>rzKl20m 
bSHatniW^iirfe. ^^^^liz^^tbfzo 50m<Dmifi!)m^n. ^(Dot>(DA 



mi 















Founder 


1st 


59/63 


55 


20 


9 (4, 5) 


9 (4, 5) 


0 


2nd 


186/223 


161 


57 


26 (13, 13) 


25 (13. 12) 


<f3 


3rd 


61/87 


56 


35 


15 (9, 6) 


15 (9, 6) 


d^l 


Total 


306/373 


216 


107 


50 (25. 25) 


49 (25, 24) 


d^4 



Founderti^T^-7»>7.T> ;ine>4^'r >cDF^2^-r > (No. 30. No. 31) fJ^^. 

m^^n-Dfc^^i^s 7-i*>30T«Tgm*t3^?ij#^EL.T*5 0, gpemm^<D;kmt 

:i&^?SI^$n;feVii?^M©"7'i7X (non-Tgm) X^^r:i^tf}^^. ^-f >31(OFounde 

fz. ^-r>34, 46©Founder-T'^XfiMMHg*^'?^<. ^< :gfiP*«#e.n75::^^ofeo 
^-r >30©FounderT'i^X(C-QV^Tt>, ^S2PB^fSa^<Z)lJl^(^i;5>.;j=a¥l!ii^^M$ 
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^2 



no. 


±n B 






Tg) 




30 


010709 


cf 


loicntf— 


010926 


^3, cfl 


^3 


e>^^<7^ofeo ISM 










010927 


^3. cf5 


0 




31 


010709 




2-3ntr— 


011022 




0 












011108 


?4. cf6 


0 




34 


010709 




2-3 n tf- 










46 


010821 




2-3:n fcf— 











^ilT, #:^^M&tT5feie)> •^030. 34> 46 ©Founder 

3 ) mxM^^(Dmm 
mmizysi-Drcm^x-^^^^cDm^^^dm^. i^m^m^m^m (kurabo 
vijftffiL. ij-'*f>':/u^yhm^^Tf^cm\z^^m^MB^(Dmm^n'Drc> +Mf 

>>'^Ou/ h?*}Cj:^^A3te^<©5i^«> 15ug<Dgenome DNA^EcoRlM> ^1<:llj 
^, :^--r o>^>3J^^>^h^>X>'7-b. EcoRI^31U;fepCAG-gp64'^i^^- 
<^gp64^^tr^i.5kb<^^Jt^:?'a— h^>x:7 7— L.jtDNAa:7W:/ 

U3^-rX^-Br^ili(Cj:Dffo;^o ^fe*Ul00Dg(^)DNASr7^>yi/— b 
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iz:>7.7"'^-rT-64Fl (SB3?'J##: 1) : 
GAATTCCACCATGGTAAGCGCTATTGTT 
T>^-fe>X:/^-r-7-64Rl (iB^J#^ : 2) : 
GAATTCTTAATATTGTCTATTACGGT 

?CR(DK]^iy—^ >X 1*;^<Z) «9 Tab 

94*0 5miii — 

(94X: 15sec, STt: 30sec, 72^: 30sec) x 35 cycles -> 
72t: Tmin — 
4X^ forever 

4) gp64Tgm»C:fett?>gp64m^®^^5i^ 
gp64aie^©:;^1«:ft'\COfeB/&^«i^'^^:^ ^-l' >300Founder'7'>X fC*5 ViT, 

y— tf>yD-/ h^{C«J;oTgp643te^©^^^^?I^Lx}*t. Total RNA^. ISOGEN 
(~-/:j?>>?— » ^fflViT. ii^ffiS. flS, /hJK. ::*:l!llE5<©4ligiffJ;DlHliRbfeo 20 
Aigc^total RNA^m^^illU. •:^'r o b T-U:feo EcoRI 
MSL'^pCAG-gp64'<i^^— <Z)gp64^'^tff?I1.5kb(D^jt^7'o— r^ibfco 

5) ^-f >30lIltTgm(Oigmtg (■7':7X<D5c@B) 
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S3 









Mffl^ (non-tg) 


(Tg) 




1 


2 


?3 cfl 






2 


2 




^2 cfl 




3 


2 


?2 cf4 


^2 cf2 



6 ) PepTl^^ai^A*^:x D )V7.(Dmm 

-5 (GenBank XM_007063. J.Biol.Chem. 270(12): 6456-6463 (1995)). 

t: hWai^'f :/^Ur7d^6>PCRS:ffiViX^^*<DPepTl3t^Srm^Lfeo 
S<7)fchPepT13t^<£pBlueBacHis2A (Invitrogen) icjf At" ^ h ^ 
-7^_^/7^_pBlueBacHis-PepTl^f^i3bfe^> Bac-N-Blue transfection kit 
(Invitrogen) ^ffiV^TBac-N-Blue dMhmzh'pyT.y r—^^ ^-^SldMS^ 

\zmx'r^zt-i;}ih?em^mmmmx^-(A:^'S:mmvrco m-^. 4Mg<DpBiu 

eBacHis-PepTl^Bac-N-Blue DNAlCjOA. ^ ^ IClmLcDGrace* siglfe(GIBCO) 20^1© 
Cell fECUmm^m^. maV> ^m.-VlS^mmmi^rz^. Grace* s^iS-rilHl^ 

iaii!l(10%'^vS&!,ljfiltf (SigmaltiS), lOOuni ts/mK^^—v-U J^moO/zg/mL 
XhUzfh-^^ ^^XGIBCO-BRLihM) ^^tJGrace' s^M) <£JPA. 27'C-t?^«bfe. 
i=il^m^;l{cJ:f9f^M$n7tb hPepT1^3Sfflmm;^'i''f h^^c^Ji^ 

t hPepTlSr^^T'Sm^M'^-f ;P7.a)iiM«£ATc^J;5{cLTffo?to f^SitJ 

±B\z^f)mmvtc.mM^^^ )i:^'^iAoi=5 tf3i^^-oizmmL<DS{9mmi2 

X10VinL)«^$-&:^Co 27'C-e3 are^Jg^bfem, ig^^^800XgT15r9-r^^3i'il^ 

^gib, mm:f3i^zf^\zmsm.wi^t:m^iyr:i^ ^'L^'^wz^y)\E\iisLvrc±mm5, 
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^nmmmc Protein Assay kit (Bio-Rad) BSAS^^tJi bxa'J^b 

7) ^^7.(D^^ 

8) Western blottCck^gp64JCjfc*-r§ h U^>7.«>?ii^ 

pepTl-BV^125K GeI<£:fflViTl /ig/laneT5l7C^#TSDS-PAGE^fTofeo ^ift^P 

W^"^^^. l/lOOOf&f^Biotin-Anti-Mouse IgG(r) (Zymed) i:Streptavidin-Alka 
linPhosphatase(Zyined)$Sl&$ii:fe. %^\X7)\^ti^)i!s^'7.'y V 

^:^^ia6f3^-r- Anti-Mouse IgGtCJ:-5^^-ettnon- h^>;^v^x— 

X— »yi^T'^;^JcJt^ffi^^i>;5;V>ei<h*??ii^$tlfc. Anti-Mouse IgMtClJ:^^'^ 
TJinon-h^>;^i^ai-«;/i^-7^X;0^^2Kifeil<^-fe$nTl/^^®{c:^L., gp64 

8) gp64TgM{Cj:-5iiT:pepTltn:#f^^ 
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IOlHl^^«£ATO^IiiTffofe. pepTl-BV ImgJttXpertussis toxin lOOngj&^A 

aia^MfCpepTl^fi^bTViSBa/FaaHfla (£;mBa/F3-pepTl <i:TS) tBa/FS 
miOO/iL^Jn^. on ice-l?305i'rBlRf£;$1i:fe. 500AiL®PBS-ei!lIt5fe^^, PBST20 

ti:§j^©^m^0 8:feJ;OT9lC^-r. 04*. Ba/F3m<Z)Mm^ll^T. Ba 
/F3-pepTliMIISO^^<£.^I^T^byt. 

m.^m?Lm^w^^B\z. ;6^o±afc#sfc8e>®:^r^i:LTWfflT*s. mzm 
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mm. $>^i^^tmmmn(D^m^mm-r^mmmmmz:^\,^x. mm^^^m^m 

titci^mo^mMmn^. «^trti^<^#o ;^^^^^M«i: bxfijffi-r^ ji t-^^x^ 

hf}^%^mm\z'i^^ z. ii:fy^x^^o 

(Dm^o^mmizm-iSK mmffaommiznt^-r^c 

^^:^BMmm\zi5^^xmm^nrci^x<D^n^m:scm\t, m^tvx:$^mmm 
\zm.^xtL^ti^o 
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(b) wmifcl^^^- Fr^ite^S^^^IB{;:-^J#brc h ^ >7> vol- >;/ 
(d) h^>X>'x-';/^#t: hl&«^e>^6*JfiiJM{c:^'r^tn:#^MSlT-5Xa 

5. ^mmni^^^jv^m'. ^rciit^<D-^'v^^m:^m4izns,m(D:^mo 
1 0 . 1-9 ® vi-rn:&^JciB«<o;^^tc: J: 0 i^m-^ntzmi^o 

1 3. ':7-r;PXdVt^zLP'i'<;i'X-ea5§i»^JSl 2lc:l2m® h^^T.vx— 
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1 4. ^-i }V7.i^^m^Bm.ifigm-c^^mim. 1 3 iciBmo^t 

15. #^ti h»i«^-7'::7XTafe'5it^Ji i 2 \z%m.m^\i vm^. 

19. :k(o-xM^^ts. ^ei^iuzM-r^^womm-^m. 

a ) PepT 1 ^ «^ Ogff M- $ - K T ^ D N A ^^g^^sg \Z^n b 7fe;\*^ zl 

b) a) (Dn^zLU^^ )V7.^m±mmzmk^'^. PepTl^fc(«0!>8ff>^ 
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1/9 

mi 



atg gta age 
Jtfet Val Ser 


• : 3 


















g 


EcoRhiKOZAK-i 
aat tec ace 
Asn Ser Thr 


0 


get 
Ala 
' : 4 


att 
He 


gtt 

Y al 


tta 

T All 
If C U 


tat 

Tvr 
1 y 1 


gtg 

Va 1 
Y a 1 


ett 

T All 


ttg 

T All 


gcg 

Ala 


gcg 

A 1 !1 
nl a 


gcg 
Ala 


gcg 
Ala 


cat 
His 


48 


64F1/ iB^iJ#^ : 


























trt ucc 
Ser Ala 


ttt 

L L V 

Phe 


av/a 

Ala 


av^a 

Ala 


gag 

ui U 


cac 

Hi Q 


tgc 


aac 

A c n 
AoU 


gcg 

Aid 


caa 

UlU 


atg 

luc I 


aag 

T vc 

Ly 0 


acg 
Thr 


Rff t 

Gly 


ccg 
Pro 


96 


I a I./ Quo 

Tyr Lys 


at t 

ait 

He 


p a 
aaa 

Lys 


fl f* 
ddu 

Asn 


ttg 

T All 

LcU 


gac 

Aon 

ASP 


att 

T 1 A 

lie 


acc 
inr 


ccg 

Prn 

rro 


CCC 
Prn 

rro 


aag 
Lys 


gaa 
r,\ 11 

ulU 


u ^ 0 

Thr 


C tff 

Leu 


caa 

u u 

Gin 


144 


Lys Asp 


a la 

Val 


add 

Glu 


d I u 

He 


acc 
inr 


ate 

T 1 a 

lie 


gtg 
vai 


gag 

ul u 


acg 
inr 


gae 

A c n 

ASP 


tac 

Tvr 

lyr 


aac 

Aon 

Asn 


Glu 


aac 
Asn 


ff tff 

a a 

Val 


192 


oft f C 
all a 1 

He He 


Gly 


I au 

Tyr 


a CT 

dda 

Lys 


ggg 


tac 
lyr 


tac 
lyr 


eag 
ixin 


gcg 

A 1 0 

Al a 


tat 

Tirr 

lyr 


gcg 

A 1 a 

Al a 


tac 

Tvr 

lyr 


Asn 


aa^ 

Gly 


aa^ 

Gly 


240 


t p or n f fj 

Ser Leu 


a<i I 

Asp 


Pro 


ij ij r* 
ddl/ 

Asn 


aca 
inr 


cgc 
Arg 


gtc 

Vq 1 

vai 


gaa 

r 1 11 
ulU 


gaa 
p 1 11 

ul U 


ace 

Thr 

inr 


atg 
Me I 


aaa 
Lys 


aoa 

Thr 


P t ff 

V/ 1 a 

Leu 


Asn 


288 


Val Gly 


a 

dda 

Lys 


e<ia 

Glu 


ad I 

Asp 


ttg 
Leu 


ett 
Leu 


atg 
Me I 


tgg 
irp 


age 
oer 


ate 

T 1 a 

lie 


agg 
Arg 


eag 

P 1 n 

uin 


\~r ti Q 

Gin 


t ffp 
Cys 


aa© 

Glu 


336 


Val Gly 


0*51 Q 

aad 

Glu 


aaa 

Glu 


u I a 

Leu 


ate 
lie 


gae 

/Von 

ASP 


cgt 
Arg 


tgg 
Trn 

irp 


ggc 
uiy 


agt 

^Ar 

oer 


gac 

Aon 

ASP 


age 

<iA r 

oer 


a Q-v/ 

Asp 


a ao 

Asp 


tgt 
Cys 


384 


III 

Phe Arg 


Asp 


P 

d dL 

Asn 


ade 

Glu 


ggc 
uiy 


Cgc 
Arg 


ggc 
ijiy 


eag 
uin 


tgg 

Tfn 

irp 


gtc 

Vo 1 

vai 


aaa 
Lys 


ggc 

P 1 \T 


U Cl u 

Lys 


Glu 


ttff 
Leu 


432 


a 15 aaa 

Val Lys 


^aa 

Arg 


uda 

Gin 


dd I 

Asn 


aac 
AsQ 


aat 
Asn 


cac 
HIS 


ttt 

rne 


gcg 

A 1 0 

Aia 


cac 
nis 


cac 

nl S 


acg 

Thr 

inr 


t ffp 
Cys 


aap 
Asn 


kxukx 

Lys 


480, 


teg tgg 
Ser Trp 


cga 
Arg 


tgc 
Cys 


ggc 
Gly 


att 
1 le 


tec 

Car 

oer 


act 
inr 


teg 
oer 


aaa 
Lys 


atg 
Me I 


tac 

Tvr 

lyr 


age 
oer 


Arg 


etc 
Leu 


aa& 

Glu 


528 


tgc eag 
Cys Gin 


gac 
Asp 


gac 
Asp 


acg 
Thr 


gac 
Asp 


gag 

ulU 


tgc 
uys 


eag 

PI n 

uin 


gta 
vai 


tac 

Tvr 

lyr 


att 

T 1 A 

lie 


ttg 

Leu 


gac 
Asp 


gc t 
Ala 


0 "O 

Glu 


576 


ggc aac 
Gly Asn 


ccc 
Pro 


ate 
He 


aac 
Asn 


gtg 
vai 


acc 

TVi r 

inr 


gtg 

Vq 1 
Val 


gac 

A c n 
ASP 


act 

Thr 

inr 


gtg 

Va 1 
Ydl 


ett 

T All 

Leu 


cat 

Hi 0 

nis 


Cga 

Arg 


Asp 


eaL 

Gly 


624 


gtg agt 
Val Ser 


atg 
Met 


att 
He 


etc 
Leu 


aaa 
Lys 


caa 
Gin 


aag 
Lys 


tct 
Ser 


acg 
Thr 


ttc 
Phe 


ace 
Thr 


acg 
Thr 


cgc 
Arg 


caa 
Gin 


ata 
He 


672 


aaa get 
Lys Ala 


gcg 
Ala 


.tgt 
Cys 


ctg 
Leu 


etc 
Leu 


att 
He 


aaa 
Lys 


gat 
Asp 


gac 
Asp 


aaa 
Lys 


aat 
Asn 


aac 
Asn 


ccc 
Pro 


gag 
Glu 


teg 
Ser 


720 


gtg aca 
Val Thr 


cgc 
Arg 


gaa 
Glu 


eac 
His 


tgt 
Cys 


ttg 
Leu 


att 
He 


gae 
Asp 


aat 
Asn 


gat 
Asp 


ata 
He 


tat 
Tyr 


gat 
Asp 


ett 
Leu 


tct 
Ser 


768 


aaa aac 
Lys Asn 


acg 
Thr 


tgg 
Trp 


aac 
Asn 


tgc 
Cys 


aag 
Lys 


ttt 
Phe 


aac 
Asn 


aga 
Arg 


tgc 
Cys 


att 
He 


aaa 
Lys 


cgc 
Arg 


aaa 
Lys 


gtc 
Val 


816 
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m2 



gag cac 
Glu His 


cga 
Arg 


gtc 
Val 


aag 
Lys 


aag 
Lys 


egg 
Arg 


ccg 
Pro 


cce 
Pro 


act 
Thr 


tgg 
Trp 


cgc cac 
Arg His 


aac gtt aga 
Asn Val Arg 


864 


gcc aag 
Ala Lys 


tac 
Tyr 


aca 
Thr 


gag 
Glu 


gga 
Gly 


gac 
Asp 


act 
Thr 


gcc 
Ala 


ace 
Thr 


aaa 
Lys 


ggc gac 
Gly Asp 


ctg atg cat 
Leu Met His 


912 


att caa 
He Gin 


gag 
Glu 


gag 
Glu 


ctg 
Leu 


atg 
Met 


tac 
Tyr 


gaa 
Glu 


aac 
Asn 


gat 
Asp 


ttg 
Leu 


ctg aaa 
Leu Lys 


atg aac att 
Met Asn Me 


960 


gag ctg 
Glu Leu 


atg 
Met 


eat 
His 


gcg 
Ala 


cac 
His 


ate 
He 


aac 
Asn 


aag 
Lys 


eta 
Leu 


aac 
Asn 


aat atg 
Asn Met 


ctg cac gac 
Leu His Asp 


1008 


ctg ata 
Leu He 


gtc 
Val 


tec 
Ser 


gtg 
Val 


gee 
Ala 


aag 
Lys 


gtg 
Val 


gac 
Asp 


gag 
Glu 


cgt 
Arg 


ttg att 
Leu He 


ggc aat etc 
Gly Asn Leu 


1056 


atg aac 
Met Asn 


aac 
Asn 


tet 
Ser 


gtt 
Val 


tet 
Ser 


tea 
Ser 


aca 
Thr 


ttt 
Phe 


ttg 
Leu 


teg 
Ser 


gac gac 
Asp Asp 


aeg ttt ttg 
Thr Phe Leu 


1104 


ctg atg 
Leu Met 


ccg 
Pro 


tgc 
Cys 


acc 
Thr 


eat 
Asn 


ccg 
Pro 


ccg 
Pro 


gea 
Ala 


cac 
His 


acc 
Thr 


agt aat 
Ser Asn 


tgc tac aac 
Cys Tyr Asn 


1152 


aac age 
Asn Ser 


ate 
He 


tac 
Tyr 


aaa 
Lys 


gaa 
Glu 


ggg 
Gly 


cgt 
Arg 


tgg 
Trp 


gtg 
Val 


gcc 
Ala 


aac aeg 
Asn Thr 


gac teg teg 
Asp Ser Ser 


1200 


caa tgc 
Gin Cys 


ata 
He 


gat 
Asp 


ttt 
Phe 


age 
Ser 


aac 
Asn 


tac 
Xyr 


aag 
Lys 


gaa 
Glu 


eta 
Leu 


gea att 
Ala He 


gac gac gac 
Asp Asp Asp 


1248 


gtc gag 
Val Glu 


ttt 
Phe 


tgg 
Trp 


ate 
He 


ccg 
Pro 


acc 
Thr 


ate 
He 


ggc 
Gly 


aac 
Asn 


aeg 
Thr 


acc tat 
Thr Tyr 


cac gac agt 
His Asp Ser 


1296 


tgg aaa 
Trp Lys 


gat 
Asp 


gee 
Ala 


age 
Ser 


ggc 
Gly 


tgg 
Trp 


teg 
Ser 


ttt 
Phe 


att 
He 


gcc 
Ala 


caa caa 
Gin Gin 


aaa age aac 
Lys Ser Asn 


1344 


etc ata 
Leu He 


ace 
Thr 


acc 
Thr 


atg 
Met 


gag 
Glu 


aac 
Asn 


acc 
Thr 


aag 
Lys 


ttt 
Phe 


ggc 
Gly 


ggc gtc 
Gly Val 


ggc ace agt 
Gly Thr Ser 


1392 


ctg age 
Leu Ser 


gac 
Asp 


ate 
He 


act 
Thr 


tec 
Ser 


atg 
Met 


get 
Ala 


gaa 
Glu 


ggc 
Gly 


gaa 
Glu 


ttg gcc 
Leu Ala 


get aaa ttg 
Ala Lys Leu 


1440 


act teg 
Thr Ser 


ttc 
Phe 


atg 
Met 


ttt 
Phe 


ggt 
Gly 


cat 
His 


gta 
Val 


gtt 
Val 


aac 
Asn 


ttt 
Phe 


gta att 
Val He 


ata tta att 
He Leu He 


1488 


gtg att 
Val He 


tta 
Leu 


ttt 
Phe 


ttg 
Leu 


tac 
Tyr 


tgt 
Cys 


atg 
Met 


att 
He 


aga 
Arg 


aac 
yisn 


gg^jH-^ : 3-* — 
cgt aat aga caa tat 
Arg Asn Arg Gin Tyr, 


1536 
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IpEcoRI 

taa gaa ttc 1545 
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Sall(l) 



SnaBr(357) 




ya=E—^— (gb:X(X)1 82) 



Apal(861) 




Xbal(1623) 



(1670)' 
EcoRI(I719)' 



pCAG-gp64 
(6333 bp) 




BamHI(3991) 




x4f v>3 (gb: V00878T 
nolyA(1867) 



BgUl(3342) 



-Pstl{3797) 
HindIII(3806) 
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^■1 OVERLAY:SINGLE PARAMETER 
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1 I I n i — 

100 



1000 



1/1 0 
SEQUENCE LISTING 

<II0> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<I20> A method for producing the antibody 

<130> C1-A0210Y1P 

<140> 
<141> 

<150> JP 2002-164834 

<151> 2002-06-05 

<i50> JP 2002-180351 
<151> 2002-06-20 

<160> 4 

<170> Patent In Ver. 2. 1 

<210> 1 
<211> 28 
<212> DNA . 

<213> Artificial Sequence 
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<220> 



<223> Description of Artificial Sequenceian artificially 
synthesized primer sequence 



<210> 2 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:an artificially 
synthesized primer sequence 



<400> 1 



gaattccacc atggtaagcg ctattgtt 



28 



<400> 2 



gaattcttaa tattgtctat tacggt 



26 



<210> 3 



<211> 1539 



<2i2> DNA . 



<213> Baculovirus 
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<220> 
<221> CDS 
<222> (1).. (1539) 



<400> 3 

atg gta age get att gtt tta tat gtg ctt ttg geg gcg geg gcg cat 48 

Met Val Ser Ala He Val Leu Tyr Val Leu Leu Ala Ala Ala Ala His 

1 5 10 15 

tct gee ttt gcg gcg gag cac tgc aac gcg caa atg aag acg ggt ccg 96 
Ser Ala Phe Ala Ala Glu His Cys Asn Ala Gin Met Lys Thr Gly Pro 
20 25 30 

tac aag att aaa aac ttg gac att acc ecg cec aag gaa acg etg caa 144 
Tyr Lys He Lys Asn Leu Asp He Thr Pro Pro Lys Glu Thr Leu Gin 
35 40 45 

aag gac gtg gaa ate acc ate gtg gag acg gac tac aac gaa aac gtg 192 
Lys Asp Val Glu He Thr He Val Glu Thr Asp Tyr Asn Glu Asn Val 
50 55 60 

att ate ggc tac aag ggg tac tac cag gcg tat gcg tac aac ggc ggc 240 
He He Gly Tyr Lys Gly Tyr Tyr Gin Ala Tyr Ala Tyr Asn Gly Gly 
65 70 75 80 



teg ctg gat cec aac aca egc gtc gaa gaa acc atg aaa acg etg aat 



288 
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Ser Leu Asp Pro Asn Thr Arg Val Glu Glu Thr Met Lys Thr Leu Asn 

85 . 90 95 

gtg ggc aaa gag gat ttg ctt atg tgg age ate agg eag eag tge gag 336 
Val Gly Lys Glu Asp Leu Leu Met Trp Ser He Arg Gin Gin Cys Glu 
100 105 110 



gtg gge gaa gag etg ate gac cgt tgg ggc agt gae age gac gac tgt 384 
Val Gly Glu Glu Leu He Asp Arg Trp Gly Ser Asp Ser Asp Asp Cys 
115 120 125 

ttt cge gae aac gag gge cge gge eag tgg gtc aaa ggc aaa gag ttg 432 
Phe Arg Asp Asn Glu Gly Arg Gly Gin Trp Val Lys Gly Lys Glu Leu 
130 135 140 



gtg aag egg cag aat aac aat cac 
Val Lys Arg Gin Asn Asn Asn His 
145 150 

teg tgg ega tgc ggc att tec act 
Ser Trp Arg Cys Gly He Ser Thr 
165 



ttt gcg cac cac acg tgc aac aaa 480 
Phe Ala His His Thr Cys Asn Lys 
155 160 

teg aaa atg tae age agg etc gag 528 
Ser Lys Met Tyr Ser Arg Leu Glu 
170 175 



tgc' eag gae gac acg gac gag tgc cag gta tae att ttg gac get gag 
Cys Gin Asp Asp Thr Asp Glu Cys Gin Val Tyr He Leu Asp Ala Glu 
180 185 190 



576 
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ggc aac ccc ate aac gtg acc gtg gac act gtg ctt cat cga gac ggc 624 
Gly Ash Pro lie Asn Val Thr Val Asp Thr Val Leu His Arg Asp Gly 
195 200 205 

gtg agt atg att etc aaa caa aag tct aeg ttc aee aeg cgc caa ata 672 
Val Ser Met lie Leu Lys Gin Lys Ser Thr Phe Thr Thr Arg Gin He 
210 215 220 

aaa get geg tgt ctg etc att aaa gat gac aaa aat aac ccc gag teg 720 
Lys Ala Ala Cys Leu Leu He Lys Asp Asp Lys Asn Asn Pro Glu Ser 
225 230 235 240 



768 



816 



gtg aca cgc gaa cac tgt ttg att gac aat gat. ata tat gat ctt tct 
Val Thr Arg Glu His Cys Leu He Asp Asn Asp He Tyr Asp Leu Ser 
245 250 255 

aaa aac aeg tgg aac tgc aag tit aac aga tge att aaa cgc aaa gtc 
Lys Asn Thr Trp Asn Cys Lys Phe Asn Arg Cys He Lys Arg Lys Val 
260 265 270 

gag cac ega gtc aag aag egg ccg ccc act tgg cgc cac aac gtt aga 
Glu His Arg Val Lys Lys Arg Pro Pro Thr Trp Arg His Asn Val Arg 
275 280 285 



gee aag tac aca gag gga gac act gee acc aaa ggc gac ctg atg cat 912 



864 
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Ala Lys Tyr Thr Glu Gly Asp Thr Ala Thr Lys Gly Asp Leu Met His 
290 295 300 

att caa gag gag ctg atg tac gaa aac gat ttg ctg aaa atg aac att 960 

lie Gin Glu Glu Leu Met Tyr Glu Asn Asp Leu Leu Lys Met Asn He 

305 310 315 320 

gag ctg atg cat gcg cac ate aac aag eta aac aat atg ctg cac gac 1008 

Glu Leu Met His Ala His lie Asn Lys Leu Asn Asn Met Leu His Asp 
325 330 335 

ctg ata gtc tec gtg gcc aag gtg gac gag cgt ttg att ggc aat etc 1056 
Leu He Val Ser Val Ala Lys Val Asp Glu Arg Leu He Gly Asn Leu 
340 345 350 



atg aac aac tot gtt tct tea aca ttt ttg teg gac gac acg ttt ttg 1104 
Met Asn Asn Ser Val Ser Ser Thr Phe Leu Ser Asp Asp Thr Phe Leu 
355 360 365 

ctg atg ccg tgc acc aat ccg ccg gca cac ace agt aat tgc tac aac 1152 
Leu Met Pro Cys Thr Asn Pro Pro Ala His Thr Ser Asn Cys Tyr Asn 
370 375 380 



aac age ate tac aaa gaa ggg cgt tgg gtg gcc aac acg gac teg teg 
Asn Ser lie Tyr Lys Glu Gly Arg Trp Val Ala Asn Thr Asp Ser Ser 
385 390 395 400 



1200 
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caa tgc ata gat ttt age aac tac aag gaa eta gea att gae gae gac 1248 

Gin Cys He Asp Phe Ser Asn Tyr Lys Glu Leu Ala He Asp Asp Asp 
405 410 415 



gtc gag ttt tgg ate ccg aec ate gge aac aeg ace tat eae gae agt 1296 
Val Glu Phe Trp He Pro Thr He Gly Asn Thr Thr Tyr His Asp Ser 
420 425 430 

tgg aaa gat gee age gge tgg teg ttt att gee eaa eaa aaa age aae 1344 
Trp Lys Asp Ala Ser Gly Trp Ser Phe He Ala Gin Gin Lys Ser Asn 
435 440 445 

ete ata aee aee atg gag aac ace aag ttt gge gge gtc gge aec agt 1392 
Leu He Thr Thr Met Glu Asn Thr Lys Phe Gly Gly Val Gly Thr Ser 
450 455 460 

etg age gac ate act tec atg get gaa gge gaa ttg gee get aaa ttg 1440 
Leu Ser Asp He Thr Ser Met Ala Glu Gly Glu Leu Ala Ala Lys Leu 
465 " 470 475 480 

act teg ttc atg ttt ggt cat gta gtt aac ttt gta att ata tta att 1488 
Thr Ser Phe Met Phe Gly His Val Val Asn Phe Val He He Leu He 
485 490 495 



gtg att tta ttt ttg tac tgt atg att aga aac cgt aat 



aga caa tat 



1536 



wo 03/104453 PCT/JP03/07071 

8/10 

Val He Leu Phe Leu Tyr Cys Met He Arg Asn Arg Asn Arg Gin Tyr 
500 505 510 



taa 



1539 



<210> 4 
<211> 512 
<212> PRT 
<213> Baculovirus 

<400> 4 

Met Val Ser Ala He Val Leu Tyr Val Leu Leu Ala Ala Ala Ala His 

1 5 10 15 

Ser Ala Phe Ala Ala Glu His Cys Asn Ala Gin Met Lys Thr Gly Pro 

20 25 30 

Tyr Lys He Lys Asn Leu Asp He Thr Pro Pro Lys Glu Thr Leu Gin 

35 40 45 

Lys Asp Val Glu He Thr He Val Glu Thr Asp Tyr Asn Glu Asn Val 

50 55 60 

He He Gly Tyr Lys Gly Tyr Tyr Gin Ala Tyr Ala Tyr Asn Gly Gly 
65 70 75 80 

Ser Leu Asp Pro Asn Thr Arg Val Glu Glu Thr Met Lys Thr Leu Asn 

85 90 95 

Val Gly Lys Glu Asp Leu Leu Met Trp Ser He Arg Gin Gin Cys Glu 
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100 105 110 

Val Gly Glu Glu Leu lie Asp Arg Trp Gly Ser Asp Ser Asp Asp Cys 

115 120 125 

Phe Arg Asp Asn Glu Gly Arg Gly Gin Trp Val Lys Gly Lys Glu Leu 

130 135 140 

Val Lys Arg Gin Asn Asn Asn His Phe Ala His His Thr Cys Asn Lys 
145 150 155 160 

Ser Trp Arg Cys Gly He Ser Thr Ser Lys Met Tyr Ser Arg Leu Glu 

165 170 175 

Cys Gin Asp Asp Thr Asp Glu Cys Gin Val Tyr lie Leu Asp Ala Glu 

180 185 190 

Gly Asn Pro He Asn Val Thr Val Asp Thr Val Leu His Arg Asp Gly 

195 200 205 

Val Ser Met He Leu Lys Gin Lys Ser Thr Phe Thr Thr Arg Gin He 

210 215 220 

Lys Ala Ala Cys Leu Leu He Lys Asp Asp Lys Asn Asn Pro Glu Ser 
225 230 235 240 

Val Thr Arg Glu His Cys Leu lie Asp Asn Asp He Tyr Asp Leu Ser 

245 250 255 

Lys Asn Thr Trp Asn Cys Lys Phe Asn Arg Cys He Lys Arg Lys Val 

260 265 270 

Glu His Arg Val Lys Lys Arg Pro Pro Thr Trp Arg His Asn Val Arg 

275 280 285 

Ala Lys Tyr. Thr Glu Gly Asp Thr Ala Thr Lys Gly Asp Leu Met His 

290 295 300 

He Gin Glu Glu Leu Met Tyr Glu Asn Asp Leu Leu Lys Met Asn He 
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305 



310 



315 



320 



Glu Leu Met His Ala His lie Asn Lys Leu Asn Asn Met Leu His Asp 

325 330 335 

Leu lie Val Ser Val Ala Lys Val Asp Glu Arg Leu He Gly Asn Leu 

340 345 350 

Met Asn Asn Ser Val Ser Ser Thr Phe Leu Ser Asp Asp Thr Phe Leu 

355 360 365 

Leu Met Pro Cys Thr Asn Pro Pro Ala His Thr Ser Asn Cys Tyr Asn 

370 375 380 

Asn Ser He Tyr Lys Glu Gly Arg Trp Val Ala Asn Thr Asp Ser Ser 
385 390 395 400 

Gin Cys He Asp Phe Ser Asn Tyr Lys Glu Leu Ala He Asp Asp Asp 

405 410 415 

Val Glu Phe Trp He Pro Thr He Gly Asn Thr Thr Tyr His Asp Ser 

420 425 430 

Trp Lys Asp Ala Ser Gly Trp Ser Phe He Ala Gin Gin Lys Ser Asn 

435 440 445 

Leu He Thr Thr Met Glu Asn Thr Lys Phe Gly Gly Val Gly Thr Ser 

450 455 460 

Leu Ser Asp He Thr Ser Met Ala Glu Gly Glu Leu Ala Ala Lys Leu 
465 470 475 480 

Thr Ser Phe Met Phe Gly His Val Val Asn Phe Val He He Leu He 



485 



490 



495 



Val He Leu Phe Leu Tyr Cys Met He Arg Asn Arg Asn Arg Gin Tyr 



500 



505 



510 
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